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1. The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 



Where? Directly to the 



International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 



For more detailed instructions, see the notes on the accompanying sheet. 

2. I I The applicant is hereby notified that no International Search Report will be established and that the declaration under 
I — I Article 1 7(2)(a) to that effect is transmitted herewith. 

3. Q Witn regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

□ the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 

| | no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further actlon(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90b/s.1 and 90bis.3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 
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Applicant 
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This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 7 sheets. 

PH It is also accompanied by a copy of each prior art document cited in this report. 



1. Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

| ] the international search was carried out on the basis of a translation of the international application furnished to this 
1 Authority (Rule 23. 1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

X[ contained in the international application in written form. 

XJ filed together with the international application in computer readable form. 

j furnished subsequently to this Authority in written form. 

] furnished subsequently to this Authority in computer readble form. 

I | the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. * 

I | the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished s 

2. jX| Certain claims were found unsearchable (See Box I). 

3. j J] Unity of invention Is lacking (see Box II). 

4. With regard to the title, 

[X| the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

XI the text is approved as submitted by the applicant. 

the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. 

as suggested by the applicant, 
because the applicant failed to suggest a figure. 



| | None of the figures. 



I | because this figure better characterizes the invention. 
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Continuation of Box 1.2 

Claims Nos.: 1,42,46,48,49,52-63 

Present claims 1,42,46,48,49 and 52-63 relate to an extremely large 
number of possible compounds (agents and/or target polynucleotides). In 
fact, the claims contain so many options that a lack of clarity and 
conciseness within the meaning of Article 6 PCT arises to such an extent 
as to render a meaningful search of the claims impossible. Consequently, 
the search has been carried out for those parts of the application which 
do appear to be clear and concise, namely, (a) agents: partially ds-RNA, 
dsRNA, ss~RNA sense and anti sense, circular RNA, lariats and hybrid 
RNA-DNA as mentioned in the description at pages 8, line 5 to page 9, 
line 4, and page 14, line 1 to page 16, line 22, and (b) target 
polynucleotides gag gene of HIV, the gD gene of HSV, type 2 genome and 
to a polynuclotide sequence homologous to IL-12p40 murine messenger RNA 
as recited in examples 1-4. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



1. fY] Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Although claims 55-60 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. H Claims Nos, 1 , 42 , 46 , 48 , 49 , 52-63 

because they relate to parts of the Internationa! Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. 1 | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1. I I As ail required additional search fees were timely paid by the applicant, this International Search Report covers all 
* — ' searchable claims. 



2. I I As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. J I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' ' covers only those claims for which fees were paid, specifically claims Nos.: 



| | No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



| [ The additional search fees were accompanied by the applicant's protest. 
[ | No protest accompanied the payment of additional search fees. 
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These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article", "Rule*, and •Section" refer to theprovisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 

What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, aJI parts of the international application may be amended under Article 28 
or, where applicable, Article 41. 



When? 



Wrthin 2 months from the date of transmittal of the international search report or 16 months from the priority 
date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 



How? 



The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been As filed, see below. 

Either by cancelling one or more entire claims, by N adding one or more new claims or by amending the text of 
one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the International application Is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 1 9(1)" (see below, under "Statement under Article 19(1)*). 



The letter must be In English or French, at the choice of the applicant. However, If the language of the 
International application Is English, the letter must be In English; If the language of the International application 
Is French, the letter must be In French. 
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The letter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped), whether 

(i) the claim is unchanged; 

(H) the claim ts cancelled; 

(iii) the claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1. [Where originally there were 48 claims and after amendment of some claims there are 51 J: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 15 claims and after amendment of all claims there are 11]: 
"Claims 1 to 15 replaced by amended claims 1 to 1 1 ." 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adding 
new^ claims}: 

"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made): 

"Claims 1 -1 0 unchanged; claims 11 to 13, 18 and 19 cancelled; claims 14, 15 and 16 replaced by amended 
claim 1 4; claim 1 7 subdivided into amended claims 15,16 and 1 7; new claims 20 and 21 added." 



"Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International apppflcatlon Is to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 19(1).* 

It may not contain any disparaging comments on l^ie international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence rf a demand for International preliminary examination has already been fifed 

If, at the time of filing any amendments under Article 19, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the International application for entry Into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's • 
Guide. 



T COOPERATION TR#\ 



From the: 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: 

BAK Mary E. 

Howson and Howson 

Spring House Corporate Cntr., 

P.O. Box 457 

Spring House, PA 1 9477 

ETATS-UNIS D'AMERIQUE 



PCT 




WRITTEN OPINION 



(PCT Rule 66) 



M — '-B3 



Applicant's or agent's file reference 
AHP28APCT 



ie of mailing 
(day/month/year) 



09.01.2001 



REPLY DUE 



within 3 month(s) 

from the above date of mailing 



International application No. 
PCT/US00/10555 



International filing date (day/month/year) 
1 9/04/2000 



Priority date (day/month/year) 
21/04/1999 



International Patent Classification (IPC) or both national classification and IPC 

C12N15/11 

Applicant 

AMERICAN HOME PRODUCTS CORPORATION et al. 




1. This written opinion is the first drawn up by this International Preliminary Examining Authority. 

2. This opinion contains indications relating to the following items: 



I 




II 


□ 


111 




IV 


□ 


V 




VI 


H 


VII 




VIII 


E3 



Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain document cited 

Certain defects in the international application 



The applicant is hereby invited to reply to this opinion. 
When? 



How? 



Also: 



See the time limit indicated above. The applicant may, before the expiration of that time limit, 
request this Authority to grant an extension, see Rule 66.2(d). 

By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 
For the form and the language of the amendments, see Rules 66.8 and 66.9. 

For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or arguments, see Rule 66.4 bis. 

For an informal communication with the examiner, see Rule 66.6. 



If no reply is filed, the international preliminary examination report will be established on the basis of this opinion. 
The final date by which the international preliminary 

examination report must be established according to Rule 69.2 Is: 21/08/2001 . 




Name and mailing address of the international 
preliminary examining authority: 

European Patent Office 
/m D-80298 Munich 



Authorized officer / Examiner 
SCHEFFZYK, I 



Formalities officer (incl. extension of lime limils) 
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SEPARATE SHEET 



SECTION V 

Remark: Applicant's attention is drawn to the fact that this written opinion only 
relates to subject-matter which had been searched (see form PCT/ISA/210 Issued 
on 15/11/00). 

The disclosures of W095/27783 (1), WO 97/34638 (2) and WO 98/05770 (3) are 
deemed novelty destroying for the subject-matter of claims 1 , 2, 4-15, 18-25, 28, 
30, 32-34, 42-45, 48, 52, 55, 56, 58, 60-63 (see e.g. (1) concerning claims 1, 2, 4- 
10, 28, 30, 32-34, 42-45, 48,52, 55, 56, 58, 60-63 and (2) concerning claims 1,2, 

* 

4, -15, 18-25, 28, 30, 33, 34, 52 and (3) concerning claims 1, 2, 4, 5, 6, 7, 9, 28, 
32- 34, 42-45,48 and 52). With respect to claims 2, 4 and 5 it is noted that 
although none of the cited documents expresssly mentions the features given in 
said claims at present novelty of these claims cannot be acknowledged since it 
cannot be ruled out that the RNAs taught in (1), (2) or (3) inherently exhibit these 
features. The same applies correspondingly to claims 11, 12, 14, 15, 21, 22, 24 
and 25. Concerning claims 6-8 it is noted that these claims do not contain any 
technical features which would be suitable to render the claimed composition 
novel over those taught in (1)-(3). 

Thus, claims 1,2, 4-15, 18-25, 28, 30, 32-34, 42-45, 48, 52, 55, 56, 58, 60-63 do 
not comply with the requirements of Art. 33(2)(3) PCT. 

The principle underlying present application, i.e. the use of (antisense) ds RNA as 
agent to treat viral infections, such as for instance Aids, or cancer is already 
taught in the prior art (see e.g. (1), (3), Montgomery M.K. et al., Trends in 
Genetics vol. 14, no. 7, 01.07.98, pp. 255-258 (4) and Player M. et al., 
Nucleosides and Nucleotides, vol. 16, no. 7-9, 07/97 (5)). Correspondingly, in view 
of the teachings of these prior art documents the subject-matter of present claims 
cannot be considered to be inventive. Thus, claims 1 -67 do not meet the 
requirements of Art.33(2)(3) PCT. 

SECTION VI 



WO 99/53050 



t 

t 
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SEPARATE SHEET 



WO 00/44914 

Wianny F. et al, Nature Cell Biology, vol. 2, no. 2, February 2000, pp. 70-75 



SECTION VII 

1) . With respect to the expression "incorporated by reference" Applicant's attention is 

drawn to Guidelines C-ll 4.4 and 4.17 PCT. 

2) . The Serial numbers mentioned in the specification should be replaced by the 

corresponding publication numbers. 



SECTION VIII 

1) . The terms "essential" and "substantially" are relative terms and thus open to 

interpretation. Correspondingly, the use thereof render the scope of claims 
unclear (Art. 6 PCT). 

2) . In addition, in the absence of an indication concerning the percental identity 

between sequences the term "homologous" also is open to interpretation. Thus 
the use of said term also renders the scope of claims unclear. 

3) . Claim 2 is unclear: on the one hand said claim requires that at least 1 1 contiguous 

nucleotides are present in a double-stranded form but on the other hand it gives 
preconditions (depending...)? 

4) . Claim 51 is unclear since a fusion does not necessarily contain a "spanning 

sequence" 

5) . Claims 57, 59, 60, and 64 lack technical support by the specification. 

6) . Claims 55-60 relate to subject-matter considered by this Authority to be covered 

by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
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claims (Article 34(4)(a)(i) PCT) 




WRITTEN OPINION International application No. PCT/US00/1 0555 

I. Basis of the opini n 

1 . This opinion has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office 
in response to an invitation under Article 14 are referred to in this opinion as "originally filed".): 

Description, pages: 

1 -44 as originally filed 

Claims, No.: 

1 -67 as originally filed 

Drawings, sheets: 

1/1 as originally filed 

S quence listing part of the description, pages: 

1 -6, as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: t which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

H contained in the international application in written form. 

H filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 
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4. The amendments have resulted in the cancellation of: 



□ 
□ 
□ 



the description, 
the claims, 
the drawings, 



pages: 
Nos.: 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been and will not be examined in respect of: 

□ the entire international application, 

□ claims Nos. , 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 

□ the description, claims or drawings (indicate particular elements belovrf or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

B no international search report has been established for the said claims Nos. 1 , 42, 46, 48, 49, 52-63 partial 
(see PCT/ISA210 issued on 15.11.00). 

2. A written opinion cannot be drawn due to the failure of the nucleotide and/or amino acid sequence listing to 
comply with the standard provided for in Annex C of the Administrative Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step r industrialapplicability; 
citations and explanations supp rting such stat ment 



because: 
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1. 



Statement 
Novelty (N) 

Inventive step (IS) 



Claims 1,2,4-15,18-25,28,30,32-34,42-45,48,52,55,56,58,60-63 



Claims 1 -67 



Industrial applicability (IA) Claims 55-60: see section VIII/5). 

2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 
and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
se separate sheet 

VIII. Certain observations on the international application 

Th following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
se separate sheet 
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# 




From the 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: 



BAK Mary E. 
Howson and Hows on 
Spring House Corporate Cntr., 
P.O. Box 457 
Spring House, PA 1] 
ETATS-UNIS D'AKERI 



NOV 2 1 2000 



j 



PCT 



NOTIFICATION OF RECEIPT 
OF DEMAND BY COMPETENT INTERNATIONAL 
PRELIMINARY EXAMINING AUTHORITY 

(PCT Rules 59.3(e) and 61.1(b), first sentence 
and Administrative Instructions, Section 601(a)) 



Applicant's or agent's file reference 
AHP28APCT 



Date of mailing 
( day/mon th /year ) 



\ 6. 



w. oo 



IMPORTANT NOTIFICATION 



International application No. 

PCT/ US 00/ 10555 



International filing date ( day/mon th /year) 
19/04/2000 



Priority date (day /month /year) 
21/04/1999 



Applicant 



AMERICAN HOME PRODUCTS CORPORATION et al. 



1. The applicant is hereby notified that this International Preliminary Examining Authority considers the following date as the 
date of receipt of the demand for international preliminary examination of the international application: 



03/11/2000 




2. This date of receipt is: 

the actual date of receipt of the demand by this Authority (Rule 61.1(b)). 

the actual date of receipt of the demand on behalf of this Authority (Rule 593(e)). 

I j the date on which this Authority has, in response to the invitation to correct defects in the demand 
(Form PCT/I PEA/404), received the required corrections. 

3. [_J ATTENTION: That date of receipt is AFTER the expiration of 19 months from the priority date. Consequently, the 

election(s) made in the demand does (do) not have the effect of postponing the entry into the national phase until 30 
months from the priority date (or later in some Offices) (Article 39(1)). Therefore, the acts for entry into the national 
phase must be performed within 20 months from the priority date (or later in some Offices) (Article 22). For details, see 
the PCT Applicant's Guide.V olume II. 



F[] (If applicable) This notification confirms the information given by telephone, facsimile transmission or in person 
on: 



4. Only where paragraph 3 applies, a copy of this notification has been sent to the International Bureau. 



Name and mailing address of the IPEA/ 



European Patent Office 
D-80298 Munich 



/+ 49-89) 2399-0, Tx: 523656 epmu d 



Authorized officer 



BENKAABA A 




^TENT COOPERATION TRE 

PCT 




INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



(PCT Article 36 and Rule 70) 



a 



Applicant's or agent's file reference 
AHP28APCT 



See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 



International application No. 
PCT/US00/1 0555 



International filing date (day/month/year) 
1 9/04/2000 



Priority date (day/month/year) 
21/04/1999 



International Patent Classification (IPC) or national classification and IPC 
C12N15/11 



Applicant 

AMERICAN HOME PRODUCTS CORPORATION et al. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 7 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.1 6 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



I 




II 


□ 


III 




IV 


□ 


V 




VI 


B 


VII 


B 


VIII 


B 



Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



citations and explanations suporting such statement 
Certain documents cited 



Date of submission of the demand 



03/11/2000 



Name and mailing address of the international 
preliminary examining authority: 

— European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: +49 89 2399 - 4465 



Date of completion of this report 
17.07.2001 



Authorized officer 

SCHEFFZYK, I 

Telephone No. +49 89 2399 8602 




Form PCT/I PEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/US00/1 0555 



I. Basis f the r p rt 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70.17)): 
Description, pages: 

1-44 as originally filed 

Claims, No.: 

1 -67 as originally filed 

Drawings, sheets: 

1/1 as originally filed 

Sequence listing part of the description, pages: 

1-6, as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

H contained in the international application in written form. 

filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 



Form PCT/IPEA/409 (Boxes l-VIII, Sheet 1) (July 1998) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



Internationa! application No. PCT/US00/1 0555 



□ 



the description, 
the claims, 
the drawings, 



pages: 
Nos.: 



□ 



□ 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

□ claims Nos. . 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specif)/): 



□ the description, claims or drawings [indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specif)/): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 



E no international search report has been established for the said claims Nos. 1 , 42, 46, 48, 49, 52-63 partial 
(see PCT/ISA210 issued on 15.11.00). 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



because: 



Form PCT/IPEA/409 (Boxes l-VIII, Sheet 2) (July 1998) 



INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/US00/1 0555 




citati ns and xplanati ns supporting such stat ment 

1. Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



3,16,1 7,26,27,29,31 ,35-41 ,46,47,49-51 ,53,54,57,59,64-67 
1 ,2,4-1 5, 1 8-25,28,30,32-34,42-45,48,52,55,56,58,60-63 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-67 



Industrial applicability (IA) Yes: Claims 1-54,61-67 

No: Claims 55-60: see section VIII/5). 

2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1 . Certain published documents (Rule 70.10) 

and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
se separate sheet 
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SECTION V 

Remark: Applicant's attention is drawn to the fact that this IPER only relates to 
subject-matter which had been searched (see form PCT/ISA/210 issued on 
15/11/00). 

The disclosures of W095/27783 (1), WO 97/34638 (2) and WO 98/05770 (3) are 
deemed novelty destroying for the subject-matter of claims 1, 2, 4-15, 18-25, 28, 
30, 32-34, 42-45, 48, 52, 55, 56, 58, 60-63 (see e.g. (1) concerning claims 1, 2, 4- 
10, 28, 30, 32-34, 42-45, 48,52, 55, 56, 58, 60-63 and (2) concerning claims 1,2, 
4, -15, 18-25, 28, 30, 33, 34, 52 and (3) concerning claims 1, 2, 4, 5, 6, 7, 9, 28, 
32- 34, 42-45,48 and 52). With respect to claims 2, 4 and 5 it is noted that 
although none of the cited documents expresssly mentions the features given in 
said claims at present novelty of these claims cannot be acknowledged since it 
cannot be ruled out that the RNAs taught in (1), (2) or (3) inherently exhibit these 
features. The same applies correspondingly to claims 1 1 , 12, 14, 15, 21 , 22, 24 
and 25. Concerning claims 6-8 it is noted that these claims do not contain any 
technical features which would be suitable to render the claimed composition 
novel over those taught in (1)-(3). 

Thus, claims 1, 2, 4-15, 18-25, 28, 30, 32-34, 42-45, 48, 52, 55, 56, 58, 60-63 do 
not comply with the requirements of Art. 33(2)(3) PCT. 

The principle underlying present application, i.e. the use of (antisense) ds RNA as 
agent to treat viral infections, such as for instance Aids, or cancer is already 
taught in the prior art (see e.g. (1), (3), Montgomery M.K. et al., Trends in 
Genetics vol. 14, no. 7, 01.07.98, pp. 255-258 (4) and Player M. et al., 
Nucleosides and Nucleotides, vol. 16, no. 7-9, 07/97 (5)). Correspondingly, in view 
of the teachings of these prior art documents the subject-matter of present claims 
cannot be considered to be inventive. Thus, claims 1-67 do not meet the 
requirements of Art.33(2)(3) PCT. 

SECTION VI 

WO 99/53050 



Form PCT/Separate Sheet/409 (Sheet 1) (EPO-April 1997) 
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WO 00/44914 

Wianny F. et al, Nature Cell Biology, vol. 2, no. 2, February 2000, pp. 70-75 



SECTION VII 



1). With respect to the expression "incorporated by reference" Applicant's attention is 
drawn to Guidelines C-ll 4.4 and 4.17 PCT. 



2). The Serial numbers mentioned in the specification should be replaced by the 
corresponding publication numbers. 



SECTION VIII- 



1). The terms "essential" and "substantially" are relative terms and thus open to 
interpretation. Correspondingly, the use thereof render the scope of claims 
unclear (Art. 6 PCT). 



2). In addition, in the absence of an indication concerning the percental identity 
between sequences the term "homologous" also is open to interpretation. Thus 
the use of said term also renders the scope of claims unclear. 



3). Claim 2 is unclear: on the one hand said claim requires that at least 1 1 contiguous 
nucleotides are present in a double-stranded form but on the other hand it gives 
preconditions (depending...)? 



4). Claim 51 is unclear since a fusion does not necessarily contain a "spanning 
sequence" 



5). Claims 57, 59, 60, and 64 lack technical support by the specification. 



6). Claims 55-60 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 



Form PCT/Separate Sheet/409 (Sheet 2) (EPO-April 1997) 
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